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TAN MAU CAP DO CEFTRIAXONE:
BIEN CHI’NG NANG DE DOA TiNH MANG
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Tan méu mién dich lién quan dén thuébc (DIIHA) la mét bién chirng hiém gép va thuong dé bi bé sét chan doén.

Thuec té, day lai Ia bién chimg nghiém trong, c6 thé gay suy tang, thdm chi tir vong. Gén day, ceftriaxone duoc ghi

nhan la mét trong nhiing thubc thuong gép nhat gay DIIHA. Ching téi bao cao mét trurong hop tré nam 19 thang

tudi durgc chan doén viém phéi va diéu tri bang ceftriaxone tinh mach 2 I&n/ngay tai bénh vién dia phuong. Sau tiém

ceftriaxone 5 ngay, tré dot ngét xuét hién tinh trang mach nhanh, nhot va tiéu dé s&m; duroc xtr tri theo phac db séc

phén vé va chuyén Bénh vién Nhi Trung uong. Tré duoc chédn doédn méc tan méu mién dich lién quan dén ceftriaxone,

ngtng str dung ceftriaxone va diéu tri thanh céng bdng immunoglobulin tihh mach. Tan méu mién dich lién quan dén

ceftriaxone hiém gép nhung c6 thé gay tén thuong da co quan, de doa tinh mang. Cac bac silam sang can nhén biét

bién ching nay dé chén doan sém va chinh xéc, ngting ngay thuéc trénh gay ra hdu qua nghiém trong cho bénh nhan.

T khéa: Tan mau, tan mau mién dich lién quan dén thuéc, ceftriaxone, tré em.

I. DAT VAN PE

Tan méau mién dich lién quan dén thuéc (DI-
IHA: Drug induced immune hemolytic anemia)
la mot bién chirng hiém gép khi st dung thubc,
véi ti 18 mac méi wéce tinh khoang 1/1000000
ca/ndm." Tuy nhién, trong thuc té ti 1& nay co
thé cao hon do bj b sét chan doan.

S6 loai thuéc duwgc bao cao gay ra DIIHA
tang lén trong nhirng thap ki gan day ké tw bao
cdo dau tién vao dau nhirng ndm 1950. Cho dén
nay cé hon 130 loai thuéc dwoc bao céo gay
ra DIIHA,2 phd bién 1a khang sinh, thudc chéng
viém va hoat chat nhém platinum. Trong sb cac
khang sinh gay ra DIIHA, nhdm cephalosporin
thé hé 2, 3 va nhém penicillin 1a hay gap nhat."3

Tan mau do thudc co thé do ddc tinh cla
thuéc gay pha hay truc tiép héng cau (nhw
ribavirin) hoac DIIHA do phan (rng mién dich
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lién quan dén thudc gay ra tan mau. Cac khang
thé lién quan dén DIIHA dwoc phan thanh hai
nhém chinh: (1) khang thé khéng phu thuédc
thuéc (drug-independent antibodies) 1a loai
khang thé c6 thé gan véi hdéng cau in vitro
ma khong can sw c6 mat cla thubc, day 1a tw
khang thé truc tiép v&i ciu tric mang héng
cau la cha yéu, thubc chi la mét phan nhd
khong dang ké trong vi tri gén; (2) khang thé
phu thudc thudc (drug-dependent antibodies)
la loai khang thé chi gén v&i hdng cau in vitro
khi cé thubc, do khang thé khang lai ciu trac
phan t& ctia thubc hodc cau tric tao béi thubc
két hop véi mang hdng cau.'2# Loai khang thé
phu thuéc thudce thwdng gap hon trong DIIHA,
tuy nhién ca hai loai khang thé nay déu cé thé
dwoc tao ra ddng thdi & mot ca thé trong cung
mot phan &ng véi thube. '

Lién quan dén loai khang thé phu thudc
thudc, c6 hai co ché gan thubc véi mang héng
cau: (i) co ché hap phu thuéc (drug adsorption
mechanism) do thudc lién két cong hoa tri véi
mang hdng cau nhw penicillin, cefotetan; (ii)
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co ché phirc hop mién dich (immune complex
mechanism) véi sw lién két kha 1dng 1éo tao ra
khang thé IgM, hoat héa bb thé gay tan mau
trong long mach nhw ceftriaxone.*

Trong nhirng nam gan day, ceftriaxone dwoc
bao cao la mét trong nhirng tac nhan quan trong
nhat gay ra DIIHA.2* Tan mau mién dich do
ceftriaxone dac trung b&i ndng d6 hemoglobin
gidm manh doét ngot, ti 1é suy co quan cao va ti
I& t&r vong it nhét [ 30%.3¢ Bién chirng nay xay
ra & tré em co6 bénh canh lam sang nang hon va
tién lwong xau hon & ngudi 16n.46

Do tinh hiém gép va tién lwong xau, DIIHA
& tré em can dwoc cac bac si lam sang nhan
biét d& chan doan chinh xac va x tri kip thoi.
Chung t6i bao cao mét trwong hop tré 19
thang tudi xuat hién tan mau cép tinh gay suy
tuadn hoan, suy than sau diéu tri khang sinh
ceftriaxone, dwoc xt tri theo phac dd sbc phan
vé tai bénh vién dia phwong. Chung téi chan
doan bénh nhan bj tan mau tw mién lién quan
dén ceftriaxone va diéu tri thanh cong bang
immunoglobulin dw&ng tinh mach.

Il. GIOI THIEU CA BENH

Bénh nhé&n nam, 19 thang tudi dwoc dua
dén kham va nhap vién tai bénh vién dia
phwong vi sbt cao va ho. Két qua mot sé xét
nghiém clia bénh nhan luc nhap vién: sé lvong
bach cau méau ngoai vi tdng (16 G/L), sé lwong
tiéu cau (462 G/L) va ndng d6 hemoglobin (121
g/L) binh thwéng; ndng dé protein C phan (rng
(CRP) tang nhe (8,7 mg/L); test cim A duwong
tinh; X-quang ngwc c6 hinh &nh viém phéi. Bénh
nhan co tién st khée manh, chuwa tirng diéu
tri khang sinh trwéc day. Tré duwoc chan doan
viém phdi méc phai tai cong dong va diéu tri
bang khang sinh Augmentin (amoxicillin — acid
clavulanic) duwéng ubng. Sau 5 ngay diéu tri, do
tinh trang viém phdi tién trién cham, bénh nhan
duwoc chuyén sang khang sinh ceftriaxone tiém

tinh mach lidu 50 mg/kg/lan, 2 14n/ngay. Ngay
sau tiém ceftriaxone mdii the 11, tré dét ngét
xuét hién tinh trang kich thich, mach nhanh,
nhot va tiéu dé sdm. Tré dwoc x( tri theo phac
dd phan vé, xét nghiém mau cho thay thiéu mau
nang (néng dd hemoglobin 47 g/L), sb lvong
bach cau téng rat cao (72 G/L), ndbng d6 CRP
tang nhe (13 mg/L) nén dwoc chuyén dén Bénh
vién Nhi Trung wong dé tim nguyén nhan.

Tai Bénh vién Nhi Trung wong, tré duwoc
chan doan trén 1am sang la tan mau cép va
chi dinh mot sb xét nghiém véi két qua: thiéu
mau nang (ndng dd hemoglobin 64 g/L) héng
cau binh séc, ty 1& héng cau lwdi tang (4,17%)
trén huyét dd; néng do lactacte dehydrogenase
(LDH) méau tang cao (2564,6 U/L), ndng do
bilirubin gian tiép tdng nhe (néng do bilirubin
toan phan va bilirubin gian tiép 1an lwot 1a 45,9
umol/L va 38,5 umol/L) va huyét séc t6 niéu
dwong tinh. Két qua mot sé xét nghiém dé xac
dinh nguyén nhan tan mau nhw hoat d6 men
G6PD va dién di huyét sac té binh thuwong, test
Coombs truc tiép dwong tinh 3+, test Coombs
gian tiép am tinh, néng d6 bd thé C3, C4 huyét
thanh déu giam (twong &ng la 0,76 g/L va 0,03
g/L), khang thé khang nhan am tinh. Mot sb xét
nghiém khac: sb lwong tiéu cdu mau ngoai vi
(296 G/L) va céc chi sd ddng mau co ban (INR,
aPTTs, fibrinogen) nam trong gi¢i han binh
thwong, s6 lwong bach ciu tang cao (41,49
G/L), ure mau tang (11,3 umol/L), creatinine
binh thwong (49,9 umol/L), test cum A tir dich
mii hong dwong tinh, xét nghiém huyét thanh
tim nguyén nhan nhiém trung khac nhw CMV
(cytomegalovirus), EBV (Epstain-Barr virus),
HAV (hepatitis A virus), HEV (hepatitis E virus),
HIV, Mycoplasma pneumoniae déu am tinh.

Chung t6i chan doan xac dinh bénh nhan bi
thiéu mau ndng do tan mau mién dich lién quan
dén ceftriaxone nén dirng diéu tri khang sinh
ceftriaxone, truyén khdi héng cau cing nhém
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va chi dinh immunoglobulin tinh mach liéu 0,5 g/kg. Mau séc nuwéc tiéu nhat dan sau khi dirng tiém
ceftriaxone (hinh 1). Ngay sau diéu tri, tinh trang bénh nhan én dinh, néng dé hemoglobin tr& vé
binh thwong va khéng con tinh trang tan mau (biéu d6 1), ure mau tré vé binh thwéng sau 1 ngay,
sb lwong bach cau ciing gidm dan. Sau 4 ngay, ching toi 1am lai xét nghiém: néng dd hemoglobin
114g/L, sé lwong bach cau 20,84 G/L, test Coombs truc tiép dwong tinh 2+, néng dé bd thé binh
thwdng. Bénh nhan dwoc xuét vién, tw van vé viéc khdng st dung khang sinh nhém ceftriaxone va
cac khang sinh c6 kha nang phan (rng chéo v&i ceftriaxone.

m~. .8

Hinh 1. Thay déi mau sac nwéc tiéu sau
tiém ceftriaxone (A) sau 8 gio,
(B) sau 12 gi®, (C) sau 15 gi®&»

Ill. BAN LUAN

Ceftrixone dwoc bao cao la mét trong cac
loai thudc thwérng gdp nhét gay ra DIIHA trong
thoi gian gan day.2® Mot nghién ctu hdi clru
trén 25 trwong hop DIIHA do ceftriaxone twr
n&m 1987 — 2010 cho thay 64% sb trudng hop
dwoc bao cao xay ra trong thap ki gan day.
Diéu nay c6 thé do kha nang nhan thic vé DII-
HA cla cac bac si lam sang tang Ién trong thoi
gian gan day. Ceftriaxone la loai cephalospo-
rin phdé roéng, cé thoi gian ban thai twong dbi
dai nén dwoc st dung rong rai dé dy phong
va diéu tri nhiém khuan trong thwc hanh 1am
sang. Trén thuc té, DIIHA van |a mot bién
chirng hiém gap nén dé& bj bd sét chan doan
hodc chan doan nhadm v&i nhirng tinh trang
bénh nang khac.

Bénh nhan chung téi bdo cdo xuét hién tinh
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Biéu doé 1. Thay d6i mot s6 xét nghiém mau
cua bénh nhan
(HGB: néng dd hemoglobin (g/L), BC: sbé
lwong bach cAu mau ngoai vi (G/L), LDH: ndng
do lactat dehydrogenase trong mau (U/dL), NO
la ngay nhap vién tuyén dia phwong).

trang kich thich, mach nhanh ngay sau khi tiém
ceftriaxone nén dwoc chan doan va x& tri theo
phac d6 sbc phan vé tai bénh vién dia phuong.
Tiép can va xt tri ban dau nay phu hop tai tuyén
y t& co s&. Tuy nhién, tré nhot nhanh va tiéu
dé sdm khong phai la triéu chirng phan vé. Mat
khac, tré khong cé biéu hién mat mau hay chay
mau cap nén tinh trang tan mau cap c6 thé giai
thich nhirng triéu chirng lam sang & bénh nhan
nay. Két qua cac xét nghiém khang dinh day
la tinh trang tan mau trong ldng mach: thiéu
mau hdng cau binh séc, ty 1& héng cau luoi
ma&u ngoai vi tdng; ndng d6 LDH méau téng cao,
néng do bilirubin gian tiép tadng nhe va huyét
sac t6 niéu dwong tinh. Test Coombs truc tiép
dwong tinh va ndng d6 b thé trong mau giam
la béng chirng clia tan mau mién dich.
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Mac du khéng xac dinh dwoc khang thé lién
quan dén ceftriaxone do han ché cta phong
xét nghiém, ching tdi van nghi dén nguyén
nhan gay tan mau & bénh nhan nay la do
ceftriaxone b&i nhirtng d&c trung vé mét lam
sang: tan mau ty mién trong 1dng mach cap
tinh xuét hién sau dung thubc, hdi phuc sau khi
ngtrng thubc (ndng dd hemoglobin 47 g/L ting
lén 64 g/L trwdc diéu tri IVIG). Mot sb nghién
ctu hdi ctru tdng hop cac ca bénh trén y van
déu cho thay DIIHA do ceftriaxone & tré em
chiém 68 — 70% sb ca.®” Hién twong tan mau
do ceftriaxone xay ra kha dét ngdt v&i thoi gian
trung binh va thdi gian trung vi tir khi tiép xdc
véi thubc dén khi xuét hién triéu chirng twong
trng la 40 phat va 1 gio (dao dong tr 5 phat
dén 5,6 gi®).” Trong nghién cru 25 trworng hop
DIIHA do ceftriaxone, ndng d& hemoglobin
giam rat thap (19/25 trwdng hop cé HGB < 50
g/L, trong d6 16 ca la tré em), 19/25 trwdng
hop cé dac diém tan mau ndi mach (5/25 ca
khéng co6 dir liéu), 6/25 trwdong hop suy than
(16/25 ca khdng co di liéu).® Trong mot nghién
ctu khac véi 37 trwong hop cho thdy ndng
dd hemoglobin gidm & murc trung binh 55 g/L,
70% c6 test Coombs tryc tiép dwong tinh (6%
am tinh, 24% khong co dir liéu), 70% tang
néng dd LDH mau, 51% tang néng do bilirubin
mau, 46% suy than cép.”

Ti 1& suy than cap & bénh nhan DIIHA cao
khéng chi do gidm twéi mau/thiéu mau than vi
gidm ndng dd hemoglobin va sbéc ma con do
doc tinh trén than ctia hemin va hemoglobin
tw do.® Ngoai doc tinh trén than, hemin va
hemoglobin tw do con cé nhirng tac déng tién
viém, co6 thé lam trdm trong thém bénh canh
lam sang cla bénh nhan DIIHA.®

Trong lan dau tién tiép xuc véi thube, hé
thdng mién dich cla bénh nhan can vai ngay
dé san xuét ra khang thé véi thube. Dap tng
mién dich th& phat & 14n st dung thuéc sau khi

da cé khang thé thuéng gay ra nhirng trudng
hop DIIHA nang. Trong nghién ctru 37 tredng
hop DIIHA do ceftriaxone: 65% tredng hop da
tirng st dung ceftriaxone truvdc do, 32% khong
c6 dir liéu, chi 3% khong co tién st diéu tri
ceftriaxone. 32% sb trwdng hop da cé dot tan
mau nhe, tw hdi phuc do s dung ceftriaxone
trwéc d6.7 Diéu nay chirng té DIIHA con bi bd
s6t chan doan & nhiéu trwdng hop va lam téng
lén tdm quan trong khi khai thac tién s diéu
tri thudc. Mot diéu dang ngac nhién, cac khang
thé phu thudc thubc cling dwoc phat hién &
nhirng nguwoi khéde manh véi hiéu gia khang
thé thap hon nhiéu so véi & bénh nhan phat
trién DIIHA. Hién twong nay cé thé do qua
trinh tiép xuc véi khang sinh dwoc st dung
trong chan nuéi nhwng méi lién quan trén |am
sang van chwa rd.2 Tuy nhién, hién twong nay
c6 thé giai thich nhitng trwong hop DIIHA xay
ra sém & lan dau s dung thuéc. Bénh nhan
clia chung t6i chwa dwgc str dung khang sinh
ceftriaxone trwdc day, trong dot bénh nay sau
khi tiém ceftriaxone 5 ngay m&i xay ra hién
twong tan mau va ngay sau khi dirng thudc
ndng dd hemoglobin tw cai thién mét phan
trwdc khi didu tri bang IVIG.

Hién twong tan mau 6 at, gidm nang nong
dd hemoglobin cép tinh c6 thé gay ra cac bién
chirng nghiém trong nhw séc (8%), ngrng
tuan hoan (16%), ddng mau ndi mach rai rac
(19%), thiéu mau cac co quan.” Ti lé t& vong
cta DIIHA do ceftriaxone rat cao, dac biét &
tré em: ti 1é t& vong 30 — 36% tinh chung cho
tat ca cac truong hop, trong dé 64 — 67% sb
trwdng hop tlr vong la tré em.®” Ceftriaxone
gay ra bénh canh I1am sang nang hon va ti 1&
tlr vong cao hon so v&i cac thubc khac gay
ra DIIHA c6 thé do co ché tao khang thé phu
thudc thude loai IgM hoat héa bd thé dan dén
tan mau trong long mach nang.*%”

Trén 1am sang, néu nghi ngd DIIHA, diéu
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quan trong nhét la ngirng thubc ngay lap tic.
Bénh nhan DIIHA nén theo di tai don vi diéu
tri tich cwc dé dwoc cham séc hd tro ti wu
va diéu tri hd tro tudn hoan néu can. Chi dinh
truyén khéi hdng cau véi lwong can thiét. Trong
nhiéu trwéng hop da bao cao, bénh nhan dwoc
chi dinh diéu tri bang steroid nhwng khéng cé
béng chirng vé& hiéu qua diéu tri, viéc “diéu tri
thanh coéng” bang steroid thwc chét 1a do viéc
nglrng st dung thuéc gay tan mau. Do do,
khong khuyén céo liéu phap steroid cho DIIHA
v&i nhirng trwdng hop do khang thé phu thudc
thubc.'? Trong trwéng hop DIIHA do khang thé
khong phu thudc thubc — tw khang thé, co6 thé
diéu tri thtr bang steroid' nhwng quan trong
nhat van 1a nglrng thubc dé& dirng kich thich
mién dich. Ngoai ra, DIIHA do khang thé khéng
phu thudc thubc néu cé béng chirng cua tan
mau nodi mach co thé diéu tri bang IVIG." Tuy
nhién, sw cai thién vé& I1am sang cta bénh nhan
ciing chwa khang dinh 1a do tac dung cla IVIG
hay do ngirng thubc gay tan mau. Trong mot sé
trwdng hop, phwong phap trao déi huyét twong
hoac loc huyét twong dwoc chi dinh trong DIIHA
dé loai bd cac khang thé do thubc ra khdi huyét
thanh bénh nhan, hiru ich trong DIIHA do co
ché hap phu thuéc ho&c suy than néng.”

Sau khi chan doan DIIHA can hdi chan bac si
chuyén khoa dj (rng vé viéc chéng chi dinh dung
thudc gay DIIHA subt doi va xem xét rat can
than cac thudc khac trong nhém vi c6 thé xay ra
phan (rng chéo gitra khang thé phu thudc thubc
véi cac thube twong tw. Trwdng hop khang thé
phu thudc ceftriaxone cé thé phan (ng chéo
v&i cefotaxime, cefpodoxime, cefamandole,
cefoperazone.'® V&i chadn doan tan mau mién
dich lién quan dén ceftriaxone chung téi ngirng
ngay ceftriaxone, do bénh nhan cé biéu hién
sbc va suy than cép ching t6i quyét dinh diéu
tri IVIG va hoi chan véi chuyén khoa di ing dé
Iwa chon khang sinh cho bénh nhan.

IV. KET LUAN

Tan mau mién dich lién quan dén thuéc la
mot bién chirng tuy hiém gap nhuwng cé thé gay
ttr vong néu khéng dwoc chan doan va xt tri
phu hop. Ceftriaxone la thuéc dwoc bao céo
gay tan mau mién dich thwong gap nhéat gan
day, v&i biéu hién 1am sang nang va ti lé t vong
cao, dic biét & tré em. Cac bac silam sang can
khai thac ki tién st dung khang sinh trwdc khi
chi dinh, khéng lam dung thubc va nhan biét
duoc cac biéu hién bat thwéong trong va sau khi
duing thubc dé chan doan kip thoi va dirng ngay
céac thubc nghi ngo.
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Summary

CEFTRIAXONE-INDUCED HEMOLYTIC ANEMIA:
A LIFE-THREATENING COMPLICATION

Drug induced immune hemolytic anemia (DIIHA) is a rare complication and often underdiagnosed.
However, DIIHA may lead to organ failure and can be fatal. Nowadays, ceftriaxone has been reported
as one of the most common drugs causing DIIHA. We describe a 19-month-male diagnosed with
pneumonia and treated with intravenous ceftriaxone twice daily at the local hospital. After 5 days
of treatment, he suddenly developed tachycardia, became pale and had dark red urine so he was
treated according to the protocol of anaphylaxis and transferred to the National Children’s Hospital.
He was diagnosed with ceftriaxone-induced immune hemolytic anemia. After discontinuation of
ceftriaxone and receiving intravenous immunoglobulin, his symptoms improved quickly. Ceftriaxone-
induced immune hemolytic anemia is a rare but may cause immediately life-threatening condition.
Treating physicians need to be aware for this complication to diagnose early and treat accordingly.
An immediate withdrawal of the causative drug is essential to treat this condition.

Keywords: Hemolysis, drug-induced hemolytic anemia, ceftriaxone, children.
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